however, obtain written evidence that the employee had had the risks fully explained to him. Although it was not demanded of him by law, an employer should demonstrate his concern and responsibilities by instituting some form of medical surveillance of staff potentially at risk and possibly also by allergen monitoring of the environment. Prevention was clearly better than remedial action and employers should endeavour to provide conditions, whether environmental or by way of personal protection, to minimize risk to staff. Questions of medical ethics were debated. The occupational medical officer held an important position with responsibilities to both employer and employee. JANET 
Neutrophil function and dysfunction I
A J Pinching (Royal Postgraduate Medical School, London) reviewed the clinical disorders in which neutrophils are reduced in number or defective in function. The life cycle of the cell was outlined, following its origin in the bone marrow to the development of the mature cell in the peripheral blood or tissues. In so doing, he evaluated ways of assessing such cell properties as margination, chemotaxis, locomotion, phagocytosis and microbial killing.
Clinical syndromes characterized by infection with particular microorganisms were equated with specific types of neutrophil defects. Neutropenia was associated with staphylococci, coliforms, pseudomonads or anaerobes, opsonin defects with the pneumococci, streptococci and haemophilus species, and late complement component deficiencies with systemic neisseria infections. Microbial catalase was considered in relation to some inherited neutrophil enzyme defects. Another specific syndrome of dysfunction discussed was cyclical neutropenia in which changes in monocyte numbers suggest a stem cell defect. The ability of patients with chronic isolated neutropenia to escape increased infection was Dr Peter Wilkinson (University of Glasgow) told of the progress that had been made in understanding how normal neutrophils move. Before a cell can move, it must first adhere to a surface. This can best be visualized by interference reflection microscopy. Various types of movement were described: random unstimulated or stimulated, towards a point or line source and guidance reactions to physical factors producing an axis of field. The importance of chemotactic factors, in particular Csa, was emphasized.
The role of actin and myosin in the contractile mechanisms of the phagocytic cell was outlined, with reference to previous observations of Stossel et al. (1980) . Actin-binding protein is' released when the cell membrane is stimulated and forms a rigid framework with actin which contracts in the presence of myosin, magnesium and ATP. Local increases in calcium ion concentration activate 'gelsolin' which cleaves the actin polymers following contraction, allowing progression of the contractile wave along the length of the cell. Directional alignment of the cell towards a point Polymorphonuclear leukocyte membrane stimulation by ligand receptor interaction is followed by a burst of non-mitochondrial respiratory activity. Oxygen is consumed during this period and a number of highly reactive metabolites are produced. It is thought that these reactive oxygen species are either directly microbicidal or are bactericidal when combined with myeloperoxidase, thereby leading to halogenation of the bacterial cell walls. Activation of this respiratory burst activity may involve a membrane oxidase which depends on a pyridine nucleotide as an electron donor. An alternative hypothesis of the microbicidal activity in neutrophils was proposed by Dr A Segal (University College Hospital Medical School). In 1961, in Japan, Hattori had demonstrated that neutrophil plasma membranes contained cytochrome b, although at the time the significance of this enzyme was unclear. More recently, a deficiency of this cytochrome has been found in neutrophils of the majority of patients with chronic granulomatous disease. In a small recessively-inherited subpopulation it is present, but inactive. This cytochrome b is located in the plasma membrane and granules of neutrophils and is also found in monocytes, macrophages and eosinophils, but not in a variety of nonphagocytic cells.
Dr Segal contended that reactive oxygen species could be merely intermediates in the pathway of electron transport from oxygen to water. These intermediates might have only a secondary microbicidal role by optimizing the intraphagosome microenvironment for the killing of microbes, so that other mechanisms perhaps involving cationic proteins might be brought into play. In support, his group had found, using pH dependent fluorescence properties, that respiratory burst .activity initially increases pH within the phagosome and that such an increase fails to occur in chronic granulomatous disease. In this disease, the pH fell more rapidly in association with failure to kill and digest bacteria. As anticipated, if methylamine is used to raise pH within the vacuole, the defect can be partially corrected.
Dr Ford-Hutchinson (Kings College Hospital Medical School) highlighted the effects on neutrophil function of one of the leukotriene mediator products of lipoxygenase metabolism of arachidonic acid. He showed that the leukotrienes were derived from 5-hydroxyperoxy-eicosatetraenoic acid (5-HPETE) which may be metabolized by the corresponding monohydroxy fatty acid (5-HETE) or to the unstable epoxide intermediate (Ieukotriene A 4 ) . The latter may be conjugated with glutathione to form the slowreacting substances of anaphylaxis (Ieukotriene C 4 and 0 4 ) or converted to a 5,12 dihydroxy fatty acid (Ieukotriene B 4 ) . He showed that leukotriene B 4 is a more potent chemotactic agent for neutrophils than the originally studied mono-HETE compounds derived from platelets and neutrophils themselves , Smith et al. 1980 . In vitro it stimulates chemotaxis and chemokinesis of neutrophils, eosinophils and macrophages as actively on a molar basis as the complementderived peptide Csa. Leukotriene B 4 also induces release of lysosomal enzymes from neutrophils pretreated with cytochalasin B, although less potently than does Csa. In vivo experiments demonstrate accumulation of neutrophils at local injection sites of the compound in rabbit skin and guinea pig peritoneum, as well as into chambers placed over skin abrasions in man. Infusion of leukotriene B 4 over a hamster cheek pouch produced an increase in the number of leukocytes adhering to and migrating through the vascular endothelium. When injected together with the vasodilator prostaglandin E 2 into rabbit, rat or guinea pig skin, vascular permeability increases (Bray et al. 1981) and correlates with accumulation of neutrophils at the injection site. The effect may be mediated by direct interaction of neutrophils with vascular endothelium. Leukotriene B 4 may be a potential mediator of the cellular aspects of inflammation, since the mediator activity of leukotriene 8 4 for neutrophil function occurs at doses comparable to, or less than, those reported to be present in rheumatoid synovial fluid (Klickstein et al. 1980) . Dr H Valdimarsson discussed work which he and Dr C E Bridges had carried out at St Mary's Hospital, London, using a radiometric method to measure simultaneously phagocytosis and killing of Candida albicans. The effects of serum on both functions could then be analysed. Optimal killing of candida occurred in 5-10% serum, which could correspond to the concentration of serum in tissues. It is relevant that concentrations outside this range showed a marked dissociation between phagocytosis and killing. Technically, the best differentiation between killing in different sera was found using concentrations of between 2.5 and 5%. Phagocytosis of candida by neutrophils took place despite the absence of C 3 , but not effective killing or iodination. In contrast, monocytes were able to kill the yeast in C 3 depleted serum. Similar results were obtained by preventing formation of C 3 convertase, by preferentially binding trypan blue to the C 3 receptor or heparin.
It seems that oxidative microbicidal processes in neutrophils are preferentially activated through the C 3b surface receptors, rather than the Fe receptor, and humoral factors or opsonins that stimulate ingestion should be distinguished from procidins that predominantly stimulate killing.
important document on paediatrics in the United Kingdom for the past half century (Committee on Child Health Services 1976).
Mrs Short commenced by saying that she and all her Committee were deeply concerned that perinatal care throughout most of the country was substandard and that this was resulting in avoidable increased mortality and morbidity in this age group. From the paediatric side, she identified problems which she classified in six groups: (I) That there were too few paediatricians in this field and, in particular, that the newborn baby has less medical cover than its mother.
(2) There was still need for greater cooperation between paediatricians and obstetricians.
(3) There was a need to attract more suitable people into the field of perinatal paediatrics; more training was required and more vocational guidance and, with this, a better career structure. (4) She pointed out that the World Health Organization has called for more information about perinatal deaths. In order that this information may be obtained, there is a need for many more perinatal pathologists. (5) The Select Committee identified the mothers at risk as being chiefly those in social classes IV and V, living in poor areas with added factors like an inadequate diet and smoking. (6) The whole concept of antenatal care must be improved, probably starting with health education in the schools for boys and girls.
